This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 

Defective images within this document are accurate representation of 
The original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



PTO 01-3493 



Japanese Kokai Patent Application 
No. Sho 58[1983]-140013 



TOPICAL APPLICATION AGENT 
Minora Kuroda and Tomoko Kawada 



UNITED STATES PATENT AND TRADEMARK OFFICE ^ 
JsSS ££rALPH MCELROY TRANSLATION COMPANY 





JAPANESE PATENT OFFICE 
PATENT JOURNAL (A) 
v KOKAI PATENT APPLICATION NO. SHO 58[1983]-140013 




CI. 3 : 



Sequence Nos. for Office Use: 

Filing No.: 
Filing Date: 
Publication Date: 
No. of Inventions: 
Examination Request: 



A61K 9/08 
//A61K 31/415 

7057-4C 
6408-4C 

Sho 57[1982]-20449 
February 10, 1982 
August 19, 1983 
1 (Total of 3 pages) 
Not filed 



TOPICAL APPLICATION AGENT 
[Gaiyozai] 



Inventors: Minoru Kuroda and Tomoko 

Kawada 

Applicant: 1 Daiichi Seiyaku K.K. 

[There are no amendments to this patent.] 

Claims 

1. A topical application agent characterized by containing allantoin as an active 
component, caroxyvinyl polymer and water, and having its pH set below 5.5. 

2. The topical application agent of Claim 1 containing no surfactant. 

Detailed explanation of the invention 

This invention pertains to a topical application agent containing allantoin as an active 
component. The topical application agent in this case means a medicinal or cosmetic formulation 
for topical applications to the face, hands, feet, etc., for maintaining them in a healthy state. 



, lantoin is a compound described in standard cosmetic raw materials, used for treatment 
f burns, etc., and skin ailments such as eczema, etc., and in general, 0.1%-0.5% is 
"bed. It has been known that allantoin is liable to be hydrolyzed, for example to glyoxylic 
d and urea under acidic condition and allantoic acid under alkaline conditions, but no accurate 
quantitative determination has been carried out, and thus, the reduction in its content with time is 
considered to be remarkable. 

Therefore, the inventors of this invention studied diligently on a topical application agent 
with allantoin compounded to develop a product having a reduced allantoin content within an 
allowable range, causing no foul odor, discoloration, viscosity changes, etc., for a long period of 
time, and demonstrating excellent usability; and as a result, they arrived at this invention. 

Specifically, this invention is a topical application agent containing allantoin as an active 
component, carboxyl vinyl polymer and water, with its pH adjusted below 5.5. 

The carboxyvinyl polymer of this invention is also found in standard cosmetic raw 
materials, it can be prepared by using acrylic acid as a main component and carrying out 
copolymerization with acrylate, etc., it has been known to exhibit excellent thickening effects 
upon neutralization, and it is commercially available with a trade name such as Carbopole, 
Jonlon, Highviswako, etc. 

The amount of carboxyvinyl polymer to be compounded is generally in the range of about 
0.1-1.0%, and it is said to exhibit the most excellent effects when neutralization to pH 5.5-1 1 is 
carried out by using an alkaline inorganic substance such as sodium hydroxide, potassium 
hydroxide, etc., or alkaline organic substance such as ethanolamine, etc. However, according to 
the results of a study carried out by the inventors of this invention on its use in a topical 
application agent of allantoin, the allantoin content was found to be reduced below 90% after 
long-term storage in some cases particularly, when the pH was 5.5 or higher on the alkaline side. 
Therefore, the possibility of using the compound at pH below 5.5 was evaluated. As a result, it 
was possible to prepare a topical gel application formulation in a colloidal, chemically stable 
state, and also a bacteriocidal effect of low pH was observed. 

The topical application agent of this invention may be compounded with components 
other than allantoin, carboxyvinyl polymer and water, as conventionally compounded in topical 
application agent formulations. For example, as oily components showing skin-protecting action, 
there are hydrocarbons such as vaseline, fluid paraffin, squalane, etc., higher alcohols such as 
cetyl alcohol, stearyl alcohol, etc., and higher fatty acids such as palmitic acid, stearic acid, etc. 
Furthermore, as moisture-retaining agents, there are glycerol, sorbitol, propylene glycol, etc., as 
preservatives, there are phenol derivatives such as methyl hydroxybenzoate, etc., benzalconium 
chloride, sorbic acid, dehydroacetic acid, boric acid, etc., and furthermore, perfumes and coloring 
agents may be also used. In addition, for formulating ointments, creams, etc., a surfactant, 



specially a synthetic surfactant, is frequently used as an emulsifier. There are, for example, , 
nonionic surfactants such as sorbitan fatty acid ester (Span), polyoxyethylene sorbitan fatty acid 
ester (Tween), polyoxyethylene glycol alkyl ether, polyoxyethylene glycol fatty acid ester, etc., 
cationic surfactants such as benzalconium chloride, benzetonium chloride, etc., and anionic 
surfactants such as sodium alkylsulfate, etc. It is possible to prepare a colloidal, chemically stable 
cream by using a surfactant, but the use of a surfactant is not preferable with respect to skin 
irritation and skin toxicity. 

In the topical application agent of this invention, the use of surfactants is possible but not 
essential, and it is characterized by having excellent usability and stability with time, even if no 
surfactant is compounded. 

Any of those conventional processes for the production of topical application agent 
formulations may be used. For example, oily components such as paraffin, squalane, etc., and 
aqueous components such as glycerol, propylene glycol, water, etc., are respectively heated at 50- 
80°C, and subsequently, are mixed while stirring. Subsequently, the mixture is cooled to room 
temperature while stirring. The carboxyvinyl polymer may be added to the oily components or, 
after dispersing in the aqueous components, it is dissolved uniformly. 

This invention is explained in detail by using application and comparative examples as 
follows. 

Application example 

Allantoin 0.4 parts by weight 

Carbopole 934 1 .0 part by weight 

Squalane 1 0.0 parts by weight 

1 ,3-Butyelne glycol 5.0 parts by weight 

Ethyl paraoxybenzoate 0. 1 part by weight 

Sodium hydroxide Suitable amount 

Purified water Make up the total amount to 100 parts by weight 

Carbopole 934 (Goodrich carboxyvinyl polymer) was uniformly dispersed in squalane to 
obtain an oily component suspension. On the other hand, purified water was heated to about 
50°C, ethyl paraoxybenzoate, 1,3-butylene glycol and allantoin were added while stirring, 
dissolved, subsequently the oily component prepared as described above was added, and the 
mixture was stirred for 10 min. Subsequently, sodium hydroxide was added to adjust to 
pH 4±0.2, 5±0.2, 6±0.2 or 7±0.2, and the mixture was cooled to room temperature while stirring. 



Comparative Example 1 
o/w emulsion hydrophilic ointment (10 lh revised edition of Pharmacopoeia Japonica) 

Allantoin 0.4 parts by weight 

White Vaseline 25.0 parts by weight 

Stearyl alcohol 22.0 parts by weight 

Propylene glycol 12.0 parts by weight 

Sodium laurylsulfate 1 .5 parts by weight 

Ethyl paraoxybenzoate 0.025 part by weight 

Propyl paraoxybenzoate 0.0 1 5 part by weight 

Purified water Make up the total amount to 1 00 parts by weight 

White Vaseline and stearyl alcohol were dissolved over a water bath, the solution was 
maintained at about 75°C while stirring, allantoin dissolved in purified water and heated at 75°C 
was added, and the mixture was stirred until solidified. 

Comparative Example 2 

w/o emulsion water-absorbed ointment (10 lh revised edition of Pharmacopoeia Japonica) 

Allantoin 0.4 part by weight 

White Vaseline 40 parts by weight 

Cetanol 1 8 parts by weight 

Sorbitan sesquioleate 5 parts by weight 

Laurofnacrogols 0.5 part by weight 

Ethyl paraoxybenzoate 0.1 part by weight 

Propyl paraoxybenzoate 0. 1 part by weight 

Purified water Make up the total amount to 1 00 parts by weight 

White vaseline, cetanol, propyl paraoxybenzoate, lauromacrogols, and sorbitan 
sesquioleate were heated to 75°C over a water bath and dissolved to obtain an oily component 
mixture. Separately, allantoin and ethyl paraoxybenzoate were added to purified water and heated 
to 80°C to obtain a solution which was gradually added to the oily component mixture while 
stirring, heating was stopped, and the mixture was stirred until solidified. 

Comparative Examples 1 and 2 were hydrophilic ointment and water-absorbed ointment 
of the 10 th revised edition of Pharmacopoeia Japonica with allantoin compounded. 

The application example and comparative examples prepared as described above were 
used by 5 panel members to carry out an organoleptic test with respect to stickiness, spreadability 
and refreshing feeling at the time of usage. 



V 

The results obtained are shown in Table 1 . The topical application agent of the 
application example was found to be most excellent with respect to stickiness, spreadability and 
refreshing feeling at the time of usage. 



Table 1 



Sample 


Stickiness 


Spreadability 


Refreshing feeling 
after application 


Caroboxyvinyl 
polymer-added topical 
application agent 


No stickiness 


Good 


Refreshing 


o/w (hydrophilic 
ointment) 


Slight stickiness 


Good 


Slightly poor 
refreshing feeling 


w/o emulsion (water- 
absorbed ointment) 


Sticky 


Slightly poor 


Poor refreshing 
feeling 



The topical application agent of the application example was stored at room temperature 
for 8 months or 40°C for 3 months, and subsequently, the appearance (naked-eye observation), 
usage feeling and allantoin content were determined to obtain the results shown in Table 2. 
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Table 2 




Key: 1 
2 
3 
4 
5 
6 
7 
8 



Item measured 
Storage condition 

SelS (naked-eye observauon) 
Usage feeling (organolepuc test) 

intern content (before storage. 100*) 
Room temperature for 8 months 

40°C for 3 months 
No change 



9 No change 

deternnned quantitatively by .singhigh performance liquid 
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